- [ -

! ',i" r-l I —

.-q_‘_

KPATKA XAPAKTEPUCTHKAHA HPO Y |
i ] .HAT&F[ Iﬁ\Tg‘\ A {)

1. HME HA JEKAPCTBEHUSA ITPOAYKT

Zypsila 20 mg capsules, hard
Zypsila 40 mg capsules, hard
Zypsila 60 mg capsules, hard
Zypsila 80 mg capsules, hard

3uncuna 20 mg KancynH, TBbPAH
3uncuia 40 mg Kancyid, TBEPAN
3uncuna 60 mg xKancyam, TREPAY
3uncuna 80 mg Kancysiu, TBhpAH

2. KAYECTBEH H KOTHYECTBEH CHhCTAB

3uncuiaa 20 mg Kancyad, TBLPAH
- Bcsxa TBepaa Kancyna cpabpka 20 mg 3unpasuaoH (ziprasidone) xaTo 3HNPa3suIOH
xunporeHcyidar (ziprasidone hydrogensulphate).

Jurcuina 40 mg Kancyny, TBLPAH
- Besxa Teepra Kancyna ceabpika 40 mg sunpasunoH (ziprasidone) KaTo 3HNPasHACH
XuaporeHcyndar (ziprasidone hydrogensuiphate).

3uricuna 60 mg Kaucyny, TREPIU
- Bcesaxa TBbpaa Kamncyna ¢cuaspka 60 mg suIpasHaoH (Ziprasidone) KaTo 3uOpasHA0H
XuporeHeyngar (ziprasidone hydrogensuiphate).

3nncuna 80 mg Kancyiau, TBRDIH
- Bcaka tebpaa Kancyna ceabpxka 80 mg sHMpazuAOH (ziprasidone) KaTo 3MIIpa3suIoH

XHAporeHcyndar (ziprasidone hydrogensulphate).

TToMOImMHY BEIDECTBA:

20 mg 40 mg 60 mg 80 mg

JlakTo3a 57,43 114,86 172,30 229,73

3a IBAHUA CIHHCHK Ha IOMOIIHUTE BEIIECTBA BIK pa3nen 6.1.

3. JEKAPCTBEHA @OPMA

Kancymu, TBEpaH.

20 mg Kancyiu, TBBPIH.

KanaueTto Ha KalcymaTa € NMacTedHO 3el€HO0, TANOTO Ha Kancynata e 6amo. Kancynmara
CBABPKA IEKO PO30B N0 KaeHUKAB MIpax.

40 mg KarncyJH, TBLPAHA.

Kamauero Ha Karcynara € TBMHO 3€lIeHO, TﬂnoTo/
KancynaTa chaAbpika JIEKO po30B 10 KaCHHUKAB npaxfrf j- LT
60 mg Kafcyny, TBsPAH;: ] i x :
Kamadero Ha Kancysara € TbMHO 3€IEHO, TIOTO Ba| mmipyaxara e Gﬂ,ud)
JIEKO pO30B 10 KaQeHUKAB IIpax. R S
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80 mg Kancyiad, TRBP/H;
Kanayero Ha KamcynaTra € MACTENIHO 3e/IeHO, TAJIOTO Ha Kamncynara e Osmo. Kamcymata
CBABPXKA IEKO pO30B A0 KadeHHKaB npax.

4. KJJIHHHAYHU TAHHN
4.1 TepanesTHuHHE NIOKA3aAHHA

3anpa3sHAoH ¢ NOKa3aH 34 JICUCHHUE Ha N30 peHHA.

3unpa3sHaoH € IOKa3aH 32 JeYeHHE Ha MAHHITHH WM CMECEHH eIU3004 ¢ YMEPEHA TeXeCT
py OHIMOAPHO pa3CTPORCTBO (HE € YCTAaHOBEHO HPeOTBPATABAHE HA €NH20/IH Ha
OUNONAPHO Pa3CTPOHCTBO — BIK paszmes 3.1).

JlexapuTte TpaOBa fa HMAT NpeABUI NOTCHIMANIA Ha 3UNpa3uaod Aa yasnkasa QT unreppana
(emk paszenu 4.3 1 4.4).

4.2 Jlo3upoBKa H HAYHH HA NPHIOKEHAES

Buwapacmuu

IIpenoprunTennaTa A03a 32 OCTPO NeYeHHE Ha Mu3oppeHns u OunonapHa Manus € 40 mg
ABa NBTH JHEBHO, MPHETH ¢ XpaHa. JlHeBHAaTa 1032 MOxe fa Oblie KOPUTHPaHa BIIOCIEACTRUC
BE3 OCHOBA Ha HHAWBHAYAIHHA KIHHHYEH CTAaTYC o MaKCUMalHaTa Jo3a oT 80 mg ABa IbTH
IHEBHO. AKO € TIOKa3aHO, MaKCHMAIIHATA NPenopsIHTE/IHA 1032 MOXKE Aa ObAe JOCTHIHATa
HE [I0-PAHO OT 3-HA JCH OT JIeYeHHUETO.

Ot ocobeHa BaXKHOCT € J1a He ce TIpeBHIIaBa MAKCHMAIIHATA 1034 Thil KaTo NpoQHIBT HA
OeszonacHocT Ha 160 mg/nHEBHO He € MOTRBPAEH H 3UTIPA3HIOH ¢ CBEP3IRA C J030-3aBHCHMO
yabipkasaHe Ha QT uaTeppana (sux pazgenu 4.3 1 4.4).

I1py noaabpKaIlo NCUEHNE Ha MAIMEHTHTE ¢ mu3odpeHus Tpabsa na Ople NPUIIOKEHA HaK-
HMCKaTa edeKTHBHA 1033, B MHOrO ciiydan fo3ata ot 20 mg /iBa ITH JHEBHO MOXE JAa OB
IOCTZTHYHA.

[layuenmu & cmapuecka év3pacm

OOHMKHOBEHO HE € [ToKasaHa ITo-HHCKa J03a, HO TaKaBa BE3MOXHOCT TpSOBa a ce UMa
[IpeABH/ IPU NALUECHTH Ha M Hax 65 roAMHH H Korato QaKkTopH OT KIHHHYHO 3HAY¢HUE I'0
H3UCKBAT.

Ynompeba npu 6v6peyuno yepeosicoane
He ce usnckpa xopurupade Ha Jo3aTta IpH MANHEHTH ¢ HapymeHa 6s0pedrHa QyHKIus (BIK
paznen 5.2).

Vnompeba npu vepuodpobro yspedcoane
ITpu nanueHTH ¢ 9epHOAPOOHa HeNOCTaTHYHOCT TpAOBa 1A c¢ 0OCHAM NPHUIaraHeTo Ha TIo-
HUCKH J{O3H.

Ynompeba npu Oeya u 1onouiu
3uncuia He ¢¢ mpenophyYBa 3a ynorpeba mpH Aena H OHOMHM nox 18 roaMmHa BE3pacT

MopaaM JIAICA Ha JaHHH 3a Oe30macHocT ¥ epMKaCcHOCT.

4.3 IlpoTHBONOKAZAHMA
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- AHaMHe3a 3a yasokeH QT-unrepran. Bpoaen curapomM Ha yaspkeHus QT uuarepsa.
IIpecen ocTep nHpaApKT Ha MUOKapAa. JlekoMIICHCHpaHa ChbpAeYHa HEJOCTAThIHOCT.
APpPHTMVH, JIEKYBaHH ¢ aHTHAPATMUYIHHM JIeKapCTBEHH NIpoayKTH Kinac 1A u 111

- EnHOBpeMEHHO JICUEHHE ¢ JEKapCTBEHU NPOAYKTH, KOUTO yabhkasatr QT nHTepBana,
KaTo anTHapuTMHIM Kinac [A u IIl, apceHneR TpHOKCHA, XaloPaHTPHH, JIEBOMETAIHI
aueTaT, Me3OPHIa3uH, THOPHAA3HUH, MTHMO3H], criapdIoKcarliH, raTudIoKcanuH,
MOKCH(IOKCAIMH, OTaceTPOH ME3HNaT, Me(JIOKHH, CEPTHHAOI HIH IU3anpul (BIK
paszneni 4.4 1 4.5).

4.4 Chnengainm npeaynpexjacHnd U NpeAnasul MEPKHA Opu ynorpeda

3a ga ce ONpeeNAT MALIHCHTUTE, IPH KOUTO He C€ NMPENopbhbYBa JIEHEHHE ChC 3HNIPAZHACH
TpsAOBaA Ja ce CHEME aHaMHE3a, BKITIOYUTE/IHO U (aMu/IHa aHaMHE3a H 42 C€ HaNPaEH
¢HU3NKaAIeH nperned Ha 6onHug (BUX paszen 4.3).

OT unmepean

3unpasuIon IPUYHHABA IEKO 10 YMEPEHO J030-3aBHCHMO YABbKaBaHe Ha QT-unTepBana
(B paznen 4.8). 3aTopa 3UIIpa3syHi0H He TpAOBa Ja ¢e npuiara eJHOBPEMEHHO C
TeKapcTBEHH NPOAYKTH, 33 KOMTO cé 3Hae, ye yabmkasar QT-unrepBana (Buxk pasaciu 4.3 K
4.5), [IpenoppuBa ce BHUMaHME IIPU HAHEeHTH ChC CHTHUPUKAHTHAE OpaquKapaus.
EnexTpoauTHH HapyIMeHHA KaTO XHIOKATHEMMA H XHIIOMATHE3UEMHS TOBUINABAT PHCKA OT
MAICTHEHH apuTMHH H TpIOBa Ja ce KOpHUTHPAT NPESAH Aa 3alOUHe JEYEHHETO ChC
SHIIPA3MIOH. AKO Ce Ipuiara npH NanneHTH ¢hC CTAOWIHO CEpaedHo 3abonsBane TpabBa na
ce obcpan EK] npernes npean 3anodsane Ha JIEYCHHETO.

[Ipu BL3HMKBaHEe HA CHLPACYHN CUMIITOMH KAaTO NMaJIIIXTALUA, BEPTUI0, CHHKON HJIH
IIPUITaAbLA TPAOBA /14 ce MMa npeARNI BE3MOMKHOCTTa OT MaJIMrHEHA CBp/i€YHA APHTMHS H [a
Ce HapaBH OIIEHKA Ha CHPACYHAL cTaTyc, BKounTendo H EKT'. B ciy4aii, ue Q1 uHTepnana
e > 500 msec, ce npenopbYBa CIHPAaHE HA JIEYeHHETO (BHK pazaen 4.3).

Hnma peaxu cp0b1eHdd, ciea NycKane Ha naszapa, 3a torsade de pointes npH nmamnpmeHTH ¢
MHOT'0O PACKOBH (DAKTOPH, IPHEMAIIHN 3HIPa3HIOH.

Heya u ronowu
bezonacHoCTTa B €pHKACHOCTTA Ha 3UNPA3HIOH IIPH Aela U IOHOIH HE € YCTAHOBCHA.

3noxavecmeen Heaporenmuder cunopom (IHC)

3HC ¢ paako, HO DOTEHIHATHC $ATATHO YCIOXKHEHHE, 32 KOETO € ¢ho0IaBato BBB BPE3Ka ¢
NIPUIOXKCHHACTO HA JPYTH aHTHIICHXOTUYHY JIEKAPCTBCHU NPOAYKTH, BKIIIOYMTENHO H HA
sunpasnnoH, Jledenuero Ha 3HC Brmo4dsa He3abaBHO NIpeKpaTABaHE HA JTEICHHETO ¢ BCHUKH
AHTHUIICEXOTUYHH JIEKApPCTBCHH NPOAYKTH.

Kvcna ouckunesun

CriecTByBa BE3MOXKHOCT 3HNPA3UIOH Aa IpeAU3BHKA KbCHA ZUCKHHE3HS M APYTH KhCHH
eKCTpATHPaMHIHA CHHAPDOMH ClIe/l TPOABJDKUTEIHO NpAnoKenne. M3pecTHO e, 1e
IaueHTUTe ¢ CUNOIAPHO PA3CTPOHCTRO ca NPEAPARIONOKEHH KEM Ta3H KAaTEropus
cuMIToMH. TOBa ce ClIyMBa I0-YeCTO [IpH yBelIMdaBaHe HA NPOALIDKHTEIHOCTTA Ha
AIEYEHHETO M HApAaCTBaHE Ha Bb3pacTTa. [Ipyn noABaTa Ha IpH3HALKE H CHMIITOMH Ha KBCHA

CHC 3HIIPA3HIOH.

lpunaovyu
IlpenopnuBa ce BHUMaHHE TIPH JICYCHHETO HA MAIUECHTH C aHaM L




Yepnoopobro yspesicoane
JlancBa ONMT NpU NALHEHTH ¢ TEXKKa YepHOpoOHA HENOCTATHYHOCT 3aTOBA 3HIIPa3NIOH
TpAOBa fa ce H3NON3Ba BHMMATENHO NIPH Ta3H Ipyia. (BIK pa3iend 4.2 u 5.2).

Jexapcmeeru NPoOyKmMu, CoQbpPHCAULYU RAKMO3A

Tpit KaTO KaNCyJIaTa ChALPXKA JaKTO3a KATO MOMONIHO BEMIECTBO (BHXK paznen 6.1),
MAIMEHTATE C PEJKH HACIEACTBEHH 3a00/I7BAHUA Ha IMaKTO3Ha HEIOHOCUMOCT, Je(puIuT Ha
JTaxTo3a Ha Lapp Wiy NIoKo30-ralakTo3Ha ManabcopOmus He TpaOBa a pHeMaT TO3H
NEKapCTBEH NPOAYKT.

Iloguiuen puck om MO3bL4HO-CHO0BU URYUOEHMU NDU OeMeHmMHU NAYueHmu

ITpu pangoMu3zMpanu mw1ane0O-KOHTPOIHPAHA KTMHAYHE MPOYYBAaHHA ca HAOMIONaBaHU
NPHOIU3UTENHO 3-KPATHO IIOBUIICH PHCK OT MO3BYHO-CHIOBH HEXKENAHU PEaKIHU TIPH
JeMEHTHM NAlUEHTU NpH yrioTpeda Ha HAKOHN aTUIWYHA aHTUNCHXOTHIHM., MeXaHn3MbT Ha
TO3M NOBHIIEH PHCK He € u3BecTeH. [IoBHIIeH pHCK He MOXKeE Ja C€ H3KITIO9H 32 JIpYTH
AHTHIICUXOTHIM HJIN APYr# NaUeHTCKU NMONYJIAuHH. 3Upa3uod TpAOBa Ja ce npuiara
BHHMATENHO IIpH HNAUMEHTH ¢ PUCKOBY (aKTOPH 32 MHCYIIT.

4.5 B3aumopaeiicTBHg ¢ APYIrH JeKapcTBReHA NPOAYKTH B Apyru ¢opMm na
B3aHMOLCHCTBHE

He ca npoBeneHn papMakOKHHETHYHME U dapMakoIHHAMHYHY TPOYyIBAHUA MEKAY
3UNPa3UIOH B APYrH JeKapCTBEHH NPOAYKTH, KOUTO yabspkapaT QT unteppania. He Moxe aa
ce M3KJIIOYH aUTUREH e(peKT Ha 3UNPa3UJIOH M TE3H JIEKAapCTBEHM NIPOAYKTH. 3aTOBA,
3UNpa3suIOH He TpA0Ba Aa ce Ipunara eJHOBPEMEHHO C JIEKapCTBEHHU NIPOAYKTH, KOUTO
yabmkasar QT uareppana kato antuapuTMuai xiac la u 111, apcenues TpHoKcHA,
xasopaHTPHH, JICBOMETAANI aleTaT, Me30PHAA3HMH, THOPHAA3WH, IIMMO3H]I, clap(IoKCcaluH,
raTH(QIOKCALMH, MOKCH(NIOKCALHH, JOIACETPOH ME3UAAT, ME(IIOKUH, CEPTHHIOJ HIIH
nusanpuy {(x pasaen 4.3. IIpoTusomokazanus).

Jlexapcreenu npoaykrT, nopanasamu IJTHC/ aaxoxon

Karo ce uma npeasuz OCHOBROTO AeHCTBHE Ha 3unpa3nion Bepxy L{HC ce maucksa
IIOBHINECHO BHUMAHKE [IPH HENOBOTO KOMOHMHMpaHE C PYTH JICKAPCTBEHH MPONYKTH
neicramy Bupxy [{HC, BKIIOTUTETHO H ATKOXOI.

EdeKT na 3unpa3zuaon BLPXY APYrd JeKAPCTBEHH OPOAYKTH

[n vivo npoyyBane ¢ JekcTpoMeTopdaH He € moxaszaio 3HaunMo uaxuOupane Ha CYP2D6
IpH IJTa3MEHU KOHNEHTpanuu ¢ S0% mo-HUCKHM OT TE3H, KOMTO C€ IOyuaBarT IpH
NPHJIOIKEHUETO Ha 3HNPa3sHAOH B 103K 40 mg nBa 'bTH AHEBHO. In vitro aHHM codar, 9e
3UNpasHIoH Moxe ¢nabo na waxubupa CYP2D6 v CYP3A4. Manko BepostHO €, odaue,
3MNPA3NAOH Ja MOBIHAC B KIIHHWYHO 3HaYMa CTeNeH (PapMakOKMHETHKATA Ha JICKAPCTBCHH
NPOAYKTH, MeTa0ONMH3UPaHH OT T€3U H30CH3UMM Ha nuToxpaM P450.

IHepopanHu KOHTpaleNTHBH — MPHEMBT Ha 3UIIPA3HIOH HE BOAM O 3H MCHH BLE
hapMaKOKHHETHKATa HA ECTPOreH (ETHHIWI eCTPaauol — cybCcTpaT ' B3
[IPOTECTEPOH. i ax T e x‘“ﬂ\.
/ = LR T T
JTuTHA — e[HOBPEMEHHHAT IPUEM CBC 3HIPA3HAOH HAMA epeKT BrpXy PapMakoKUHErHkaTa
VN e
Ha JIHTHSL. N7 R g S
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3UnpazraoH B JIHTHIH ce CBhpP3BaT ¢ MPOMEHH B ChpJedHAaTa IIPOBOAUMOCT, KOMOMHHPAHETO
UM MOXe JIa TIOBHIIH pUcKa OT GapMakoJHHAMHIHE B3aUMOACHCTBHA, BKIFOUHTEIHO
AP TMHMH,

WMma orpaHHYeHH JaHHH OT €JHOBPEMEHHOTO IIPUIIOKEHHE C MPENapaTH 3a OBJIaAdBaHE HA
HaCTPOEHHUETO KaTO KapOaMa3enmuH M BaJIIpoar.

EdeKkT Ha APYIHTE JEeKAPCTBEHH NPOAYKTH BbpPXY 3HIPAa3HAOH

Auxuburopst Ha CYP3 A4, ketokonazon (400 mg/an.), € NOBHIINI CEPYMHHUTE
KOHIIeHTpanuH Ha 3unpa3siaoH ¢ < 40%. OgaksaHoTo Tmax Ha 3unpa3suioH, CEpYMHHTE
KOHILICHTPAIMH Ha S-MeTHI-INXAAPO3HIIPA3HIOH ca OUIH yBelHdeHH ¢ 55% H Ha
sunpasuaoH-cyndokcun ¢ 8%. He € 6uno HaGmomapano JOmbIHUTETHO yAbDKaBaHe Ha QTc.
Maiko BepOSTHO € IIPOMEHUTE BbB (JapMaKOKHHETHKATa B pe3yaTaT Ha € THOBPEMEHHO
npunoxkerue Ha MOIHKA CYP3A4 HHXUOUTOPH H 3MNpa3HCH [a ca KIIMHHIHO 3HAYHMH
3aTOBA HE CC M3HCKBAa KOPHTHPAHE Ha JM03aTa.

Jleuenuero ¢ kapbamasenus B 7o3u 200 mg JBa IHTH ZHEBHO B MPOIB/DKEHHE HA 21 AHU €
JOBEJIO J]a HaMaJIeHUe ¢ OKOMIO 33% Ha eKCIO3HIMATA Ha 3HIIPa3HIOH.

HsaMa JaHHaM 3a eTHOBPEMEHHO MPHIIOXKEHHE C BAJIMPoaT.

AHTHaHAY — MHOTOKPATHHAT IIPHEM HA aHTHALIMIH, ChABPAKAILK ATyMUHHA H MArHE3HH WITH
Ha [IMMETHAMH HE OKa3Ba KJIMHUYHO 3HAYMM ¢PeKT BbpXy papMaKOKHHETHKaTa Ha
3UIPA3HAOH NP MpHEeM IO BpEME HAa XpaHEHeE.

CepOTOHHHEprHUHH JIEKAPCTBEHU IIPOAYKTH

HUma cp00n1eHHS 32 CEPOTOHHHOB CHHJIPOM, BPEMEHHO CBEP3aH € TEPANEBTUIHOTO
[IPUWIOKEHHE Ha 3UNPA3HAOH B KOMOHHALMA ¢ APYTH CEPOTOHUHEPIUYHH JEKAPCTBCHH
nponykTH Kato SSRI (Brk pazzgen 4.8). [IpuzHanpTe Ha CEpOTOHHHOBHA CHHAPOM MOTar Aa
BKIIIOYBAT 00bpKBaHe, BB30ya, Tpecka, H3NMOTABAHE, ATAKCHA, XUTIeppedIIeKCHA, MHOKIIOHYC
M JHAPHSI.

4.6 DbpeMeHHOCT H KbpMCHE

[IpoyusaHHATA 332 peNpOAYKTHBHA TOKCHYHOCT €a IIOKa3ald He6naronpusaTHH €QEKTH BBPXY
PENPOAYKTHBHUA IIPOLIEC TIPH J03H, CBBP3aHH ¢ TOKCHYHOCT H/WJIH CeJHpaHe Ha MaHKara.
HsMa naHHM 3a TepaToreneH ekt (BHX pa3nen 5.3).

Ynorpeba npu OpeMEHHOCT

He ca npasenn n3cnepaHus npy GpeMEeHHH XEHH. 3aTOBa XXE€HH B NETEPOJHA BB3pacT,
NOJIy4aBallld 3UIIPa3uAOH, TpaOBa na ObJaT NOCHBETBAHH /I3 M3MON3BAT MOAXOAAIT METO] 3a
KOHTpanenuusa. Tr# KaTo ONUTET NMPH XOpa € OrpaHrudeH, IIPHICKEHUETO Ha 3HMPAasH/IOH IIpH
OpeMeHHH He ce IMpenopbiBa OCBEH, ako 09aKBaHAaTa 110713a 3a MaKaTa He [IPCBHINABA

BBb3IMOIKHHA PHUCK 3a I1JI0Aa. I

ﬂ/}?ﬁ“h"'

e iy

Ynorpeba npH XEpMeHE

He ¢ u3BecTHO Many 3UIpa3uioH ce eKcKpeTrupa B kKbpMarta. 11
3SHNPa3uaoH He TpAOBa Ja KbpMAT. AKO C€ Hajlara J€YeHHE, Kbp
IPEYCTaHOBH.



4.7 EdexTH BLpXYy cnnocodHOCTTA 32 ModupaHe H paboTa ¢ MAITAHHE

3unpa3uoH MOXE J1a IPHYHMHHA COMHOIEHCTHOCT H MOXKE A4 NOBIMsE CIIOCOOHOCTTA 3a
modupane ¥ pabota ¢ MamuHH. [TauueHTHTE, KOHTO TPAOBa Aa IOQHpAT KK PadOTAT C
MaImuHU TpAOBa Aa OBJAT NIpeaynpeacHH.

4.8 Hexenann jekapcTBeRH PeAKIHHA

3unpa3uaoH € IpUlaran nepopajHo B KIMHHYHH IPOYYBaHAA IpH rmoseye ot 6500 AymIH.
Hail-qecTHTE HEXEJIAaHU JICKAPCTBEHH PEAKLHH IIPH KIHHAYHATE IIPOyYBaHK 3a JICUCHHE Ha
mu3odpeHns ca OUn cequpaHe M aKaTUCHA. B KIHHWYHHTE IPOYYBaHHA 32 OHIOIApHA
MaHHA Hal-9eCTUTE HEXKeNaHU peaKMu ca OUNIM ceaupaHe, aKaTHCHA, EKCTPAIIHPAMHUIHO
HapyIIeHHEe H 3aMasHOCT.

B®B BCsiKa rpyna B 3aBHCHMOCT OT YECTOTATA, HEXKETAHATE PEAKIIHH Ca NIPE/ICTABEHH 110
HAYHH Ha HAMAJIIBaHE HA CEPUO3HOCTTA Ha PeaKIIHHTE.

Hexenanure JeKapCTBEHH peakiMH, KOUTO MOTraT Ja BB3HMKHAT IIO BpeMe Ha JIEYCHHE CBC
3UMNpa3sHACH ¢a KITAaCH(PUIHPAHH B CIETHATE TPYIIH B 3aBHCHMOCT OT 4€CTOTaTa!

- MHOTO 4ecTH (=1/10),

- gectH (21/100 go <1/10),

- HegecTH (21/1,000 no <1/100),

- neaku (=1/10,000 no <1/1,000),

- MHOTr0 peaku (<1/10,000), He ca u3BecTHH (He MOraT Jia C€ 09aKBaT OT HAJIMIHHUTE
JIAHHH).

CIHCBKBT, IO-A0J1Y, ChABbPKa HekKeNaHUTe ChOuTH, 6a3upaHy Ha KOMOKHUpaHH
KpaTKOCpoIHH (4-6 cemMHUIH), ¢ (HKCHpaHa [o3a Mpoy4YBaHuA 3a IN30GpeHU U
KpaTKOCpouHH (3 ceaMHIIH), ¢ IPOMEHIHBA JI03a MPOYIBaHHA 32 OHMmonapHa MaHUA ¢
BEPOATHA HJIH BB3MOXXHA IPHIHMHHO-CIIECTBEHA BPh3Ka C JICYEHHETO ChC 3HIMPA3NIOH U
KOMTO Ca BE3HHKHAIM ¢ 4ECTOTA MO-BHCOKA OT miamebo.

Hapywenus na kpvema u aum@prama cucmema
- pPeAKH: THMQOICHHSA

Cowpoeynu napyutenus
- HEGYECTH: NaJMIUTALHH, TAXHKApIHA

Hapywenus na yxomo u rabupunma
- HEYECTH: BEPTUTO, THHHTYC
- peakn: 60IKa B yIoHTe

Hapywenusn na ouume

- 4YECTH: 3aMEIIIEHO 3peHHe

- HEYECTH: GoTododbrs

- peaKkH: aMOIMonust, 3pHTEIHH HapyIIeHUus, chbpbe Ha O9HTE, CYXO0Ta B QUHTE

—r ol

Iacmpounmecmunannu napyueHus
- 4YeCTH: TaJIcHe, IOBPhIUAHE, KOHCTHUIIAIINA, JUCIIENICH, C
CITFOHOOTAEIIAHE



- HEYeCTH: AHApHA, TUCGATHS, FACTPHUT, TaCTPOUHTECTHHAIEH JUCKOM(OPT, OTOK Ha
e3HKa, 3aicOeneH e3uk, PaTyIeHIUs
- peaKH: racTpoesodardajicH peIykc, peIkH H3NPAKHEHUA

Obwu HapyuieHua u CbCMOSHUS HA MACMOMO HA NPUNOJCEHUE

- 4ECTHU: aCTCHHA, YMOpa

- HEeYECTH: JTUCKOM(OPT B I'bPANTE, HApYIIEHA IMTOX0Ka, OonKa, Kaxaa
- PEAKH: IUPEKCHUA, TOPEIH BBIHA

Hnghexyuu u napazumosu
- PEAKH: PHHUT

Jabopamopnu uscaedeanusn

- He4eCTH: MOBHIICHN 9epHOAPOOHN CH3UMH

- penxu: yasiokeH QT kopurupan unrepsan Ha EKT', abnopMHH 9epHOIpOOHH
(YHKIHOHAIHH TeCTOBE, [IOBUIICHUE HA JIAKTAT AEXHAPOTCHA3aTa B KPEBTA,
YBEJIMYCHHE Ha Opos Ha e03UHOPUNHUTE

Hapywenus na memabonusma u xpaneremo
- HEYECTH: MIOBHUIIEH ANETHT
- pPeOKH: XHITOKAIIMEMHUS

CKenemHo-MyCKYIHU U CbeOUHUMENHO MBKAHHY HAPYULeHUS

- JECTH: MYCKYJIHO-CKEJICTHA PUTHIHOCT

- HEYECTH: MYCKYITHO-CKeNIeTEH AHCKOM(OPT, MYCKYJIHH KpaMIIH, O0JIKa B KpalHHLIMTE,
CKOBAHOCT Ha CTABHTE

- PEOKH: TPHAMYC

Hapywenus na nepsnama cucmema

- YSCTH: JUCTOHHA, AKATHCHA, €KCTpallupaMUIHO HapyIIcHHE, TapKHHCOHU3EM
(BJIFOYUTEITHO PUTMIHOCT THII ,,35049aTO KONENo™, OpaJJHKNHE3Hs, XUIIOKHHE3HS ),
TPEMOP, 3aMasHOCT, CeAHPaHe, CHHIHBOCT, IITABOOOJIHE

- HEYECTH: TeHePATH3UPaHA TOHHIHO-KIOHUYHHA I'bpUYOBe, KECHA THCKHHE3MA,
OUCKHHEISs], THraBeHe, aTakCHsl, JU3apTpHs, OKYJIOTHpPYCHa KpH3a, HapyIeHa
KOHLCHTPALHA, XHIIEPCOMHNA, XUNOECTE3Hd, TAPECTE3H A, IeTAPrUd

- peIKH: TOPTHUKOJIMC, Tape3a, akKuHe3us!, XANECPTOHUA, CHHIPOM Ha HECIIOKOHHHTE KpaKa

Hcuxuunu napyuienus

- 4YeCTH: O€3MMOKOHCTBO

- HEYECTH: BB30YAa, TPEBOXKHOCT, CTATaHE B I'BPJIOTO, KOLIMAapH,

- peAKH: TaHHYECKA aTaka, ACTIPECHBEH CHUMNTOM, Opaaudpenud, H3paBHEH aexT,
aHOpra3Mus

bvbpeunu u ypunapuu nHapyutenus
- PEAKH: HHKOHTUHCHITHS Ha YPHHATA, AU3YPUS

Hapywenusa na nonosama cucmema u ecopoume
- PEAKH: €peKTHIIHA JHCDYHKIMA, YBEIMICHA €PEKLH, TATIAKTOPYA
Luxamennu, mopaxannu u MeOuaCmuHaIHU HapyuleHUs
- HEYECTH: JUCIHEA, BB3IIaJIEeHUE Ha IBPIIOTO

- PEOKH: XBJINaHE



Hapywenua na xoxcama u nOOKONCHAMA MBKAH

- HEYECTH: YPTHKapH4, OOpUB, MAKyJIO-TIaNyNo3eH OOpHB, aKHE

- PEIKH: ICOPHA3NC, AIEpIrU9eH JEPMaTHT, aloleU A, OTOK HA JIMLETO, EPHTEMA,
[ranyno3ed oOpHMB, pa3ApasHeHHE HA KOXKaTa

Cvooeu napywenus
- HCHIECTH: XMIICPTOHWIHA KPH3a, XHIEPTOHNA, OPTOCTATUYIHA XUITOTOHMA, XHMIIOTOHMH
- PENKH: CHCTOJIHA XMIICPTOHMSA, AUACTOJIHA XHIICPTOHHS, HeCTAaOUIIHO KPHBHO HAJMTAaHE

[Ipu KpaTKOCPOYHM H ABATOCPOYHH KIMHHYHH IPOYYBaHHA CHC 3HIPA3UAOH IIPH
mu30QpeHnA 1 OHNOIIIPHA MaHHUs, 9eCTOTaTa Ha TOHHYHO-KIOHHYHHUTE IIPHIIAIBLUH U
XMNOTOHMATA ¢ OWJia HedecTa, Bb3HNKBalla 1ipy noa 1% oT NeKysaHuTe ChC 3AIPasuaoH
IalMeHTH.

3HNpa3HIOH IPHIMHABA IEKO 0 CPeJHO H3Pa3eHo 030-3aBUCUMO yAb/DkaBaHe Ha QT
HHTEpBaNTa. B KIIMHHYHKTE MpoyYBaHus NpH mu3odpeHna yabsnkaBane ¢ 30 go 60 msec e
Habmonasano npu 12,3% (976/7941) ot EKI" Ha nekyBaHHTE ¢hC 3HNIPa3HIOH IAITHEHTH H
npH 7,5% (73/975) ot EKT" na mosyuaBamure rmane6o nmaieHTy. Y abipKapane ¢ >60 msec €
Habmonasano npu 1,6% (128/7941)n mpu 1,2% (12/975) ot EKI ¢bOTBETHO Ha MAIHEHTH,
IEKYBaHH CHC 3HITPa3HJIOH H TIAITHEHTHTe Ha marefo. YecroTara Ha yan/bkapade Ha QTc
uHTepBana Haja S00 msec ¢ 6una 3 ot 0b6mo 3266 (0,1%) npH naueHTHTE, JEKYBAHH CBC
3unpa3suioH 1 1 ot obmo 538 (0,2%) npu nanuenTuTe Ha mianedo. CpaBHUMH PE3YNITATH Ca
HaONIOIapaHy NpY KJIIMHUYHHATE IIPOYYBaHHA 3a OHITOIAPHA MaHU4.

[Ipx abArocpodTHUTE MPOYIBAHHA IIpH IMH30QpEeHHs, IPH KOUTO 3UNPa3HACH € NPHIArad Karo
noJabpKalia Tepanus, HIBaTa Ha NMPOJMakTHH IIPH NalMeHTH JICKYBaHH ChC 3HIIPA3HIOH, B
HAKOH CIy4ad ca ONIH MOBHIIEHH, HO IIPHM IIOBEYETO MAIlHEHTH ¢a C€ BPhIIAIA KbM
HOpMAaJIHU CTOMHOCTH Oe3 NpeKbCcBaHe Ha JiedeHHeTo. B JoNbiIHeHHe, NTOTCHIHATHUTE
KIHHUYHYE H3SMBH (HAITp. THHEKOMACTHA ¥ HapacTBane Ha TbpANTe) ca Onny peax.

CneaauTe HeXelaHU eKapCTBEHH peaKliy ¢e 0a3upar Ha ChOOINEHH, II0JTYYaBaHH C/IeN
MyCKaHETO Ha Ia3apa Ha 3HMPa3HAOH:

CovpOeunu napywenusn:

- torsade de pointes (Buk pa3gen 4.4)
Hapywenua na umynnama cucmema.

- aHapHIAKTHIHH peaKIuH
Hapywenusn na nepeuama cucmema.

- 3JI0OKa4€CTBEH HEBPOJECNIITHYCH CHHIPOM, CEPOTOHHHOB CHHAPOM (BIDK pasjiern 4.5)
Hcuxuunu napywenus.

- bescbHHE, MAHHAA/XHIIOMaHHA

Hapywenusa na kodicama u noOKOJICHAMA MovKau.
- CBPBEXUYYBCTBHTEHOCT, AHTHOCAEM
CopOeunocv006u HAPpYUIEHUA.

- CHHKOII

Hapywenua na norogama cucmema u opoume:

- NpHalHU3BM

4.9 IIpeaosupane




ONUTET CBC 3HNPA3HACH IpH Npelo3HpaHe ¢ orpaHudeH. Had-roaamMoTo moTBspAeHo
KOJIMYECTBO IPHEM Ha 3umnpa3unot ¢ 12,800 mg. B To3u cay4ait ca HabmogaBaHu
eKCTpalMpaMUIHA CHMIITOMH M yabDKaBane Ha QTc uaTepBana Ha 446 msec (be3 ChpaeIHH
npoaBK). Hai-00mo Hal-yeCTHTE ChOOMIaBaHH CHMITTOMHU Clle] [IPEeAO3HPaHe ca
€KCTpallHpaMHIHHA CUMIITOMH, CHHIHBOCT, TPEMOP M OE3IOKOHCTBO.

BB3M0XHOCTTA 33 BpaTHA PHTHAHOCT, IPUNAABIM WM AUCTOHUYHHU peakuuy B o0NacTYa Ha
[JIaBaTa U BpaTa clie] Npeao3upaHe MOXKE a Ch3ale pHCK 0T aclUpauis ¢ IpeAH3BUKBAaHE
Ha oBpEnane. ChpAeTIHO-CHAOBUAT MOHUTOPHHT TPpsAOBa fa 3anodne He3abaBHo # TpsadOba Aa
BKJII09BA DIPOAB/DKHTEIHO eJIEKTpOKapAuorpahckO MOHUTOPUPAHE, 3a 12 C& OTKPHAT
BBIMOXHH apuTMun. HaMa cienmduyes aHTHAOT Ha 3ANPA3HIOH.

5. ®APMAKOJIOTHYHH JAHHH

5.1 ®dapmMakoaHHAMHYHH CBOHcTBa

(PapMakoTepalleBTHYHA I'pyna; AHTHIICUXOTHK, HHAOJIOBH Npon3BoAHu, ATC Kkoxa;:
NOSAE(4.

3unpasuioH UMa BUCOK apHHUTET KBM JONAMHHOBHTE peUenTopH TUI 2 (1)2) H 3HAYHTEIHO
IO-BUCOK apMHHTET KBM CepOTOHHHOBUTE peucntopu tdl 2A (SHT2A). PenenropHara
6nokaga, 12 gaca cnex eaHoKpaTHa A03a or 40 mg, e 6uia Hag 80% 3a cepoTOHMH THII 2A H
Hal 50% 3a D2 K0eTo € YCTaHOBEHO ¢ M3MOI3BAHETO Ha NO3UTPOHHA EMACHOHHA ToMOrpadgus
(TIET). 3umpasunoH ¢HIIO B3aUMOACHCTBa CBC cepoTonnHoBHTe peenropu SHT2C, SHT1D
¥ JHT1A xpA€T0 HEeroBUAT adMHITET KBM TE3W MECTa € eHAKBB WK NO-BUCOK, OTKOIKOTO
apunuTeTa MY KbM D2 penenropa. 3unpa3iioH HMa YMEpeH aQUHUTET KEM HEBPOHAITHHUTE
CEPOTOHMHOBH M HOPAAPeHaliMHOBH NIPSHOCUTENH. JUNIPasHaCH AEMOHCTPHPA YMEPEH
ajpunuteT K6M XHcTaMHH H (1) — 1 anda (1)-peuenropure. 3unpasuaioH AEMOHCTpHpPa
npeHebpexuTeney apUHATET KEM MycKapuHoBHTe M(1)-penentopH.

3unpaspIoH € JOKa3aH AHTAroH|UCT KakTo Ha ceporonuyoBuTe THN 2A (SHT2A) Taka n Ha
AonaMuHOBUTE THII 2 (D2) peuentop. 1lpeanonara ce, 4e TepanesTNYHATa aKTHBHOCT €
MeAMHpaHa OTYACTH 4pe3 Ta3H KOMOHHAIMS Ha AHTATOHACTHYHHA BH3IACHCTBHA. 3UNpasuiaoH
cBIUO € U MonleH anTaronucT Ha SHT2C u SHT1D penenropute, MomeH arosucT Ha SHT1A
pelenTopa H MHXNOHpa HEBPOHATTHOTO 00paTHO 3aXBaliaHe Ha HOpaApEeHaIHH H CEPOTOHHH.

JonenHuaTEHa HHPOPMALIUA OT KIHHUYHHA IMPOYUYBAHHA

[Imzodpenns
IIpu 52 ceqMEYHO TIPOYUBaHE 3MIPA3HACOH € OUJ e(PEKTHBEH B NOAABPKAHE HA KIIMHHTHOTO
rmofoOpeHHe 10 BpEME Ha MOANBPAKALIATA TEPAHA IPU TAHEHTH, KOUTO ¢a MoKa3zanu
IHPBOHAYANIHO MIOBJIMABAHE OT JeUeHUEeTO. HAMa sscHHM naHHH 3a BpB3KaTa [103a-0TroBOp B
rpymnara Ha 3unpasujiosa. B Tora npoyusane, KoeTo BKIHOYR2 OOJHY M ¢ NO3HTHBHHE M €
HETaTHBHH CHMITTOMH Ha MM30QpeHHs, €PeKTHBHOCTTA Ha 3UMPa3sHAOH € AEMOHCTpApaHa H
110 OTHOWICHKWE HA MIOAUTUBHWTE ¥ 110 OTHOIISHNE HA HETATUBHHATE CHMIITOMH.

YecToTaTa Ha MMOBHIIABAHE HA TEJIECHOTO TETJIO, CHOOIIaBaHa KaTo HexXeJIaHO ChOHTHE IpH
KpaTKoCcposH# (4-6 ceqMUTHN) IpOy4BaHus IpH MU30ppeHud, ¢ Onla No-HHUCKA H
HICHTHYHA NPH NAIUCHTUTE, TEKYBAHH CHC 3UNPa3yIOH U IIPH TE3H, nomagguLﬂane%
(u B aBete rpynu 0.4%). B eqHOrogHIIHO mIanebo-KOHTPONMPAHO NPoyEEa]
Ha 3unpa3uaoH € HaOmoAaBaHa cpeHa 3ary6a Ha terio ot 1-3 kg B cpéfl
3aryba ot 3 kg npm nnanebo-TpeTHpaHUTE MaHMeHTH. f: T
I1pH aBOMHO-CHAIIO CPABHHTEIIHO NPOYYRaHe MPU U330 peHUA ca IPoL
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XOJIECTEPOJI U TPHITMUEPHIH, KAKTO B HHAEKCHT Ha HHCYIMHOBa pe3ncTeHTHOCT (MP). Ilpn
NANWEHTUTE Ha 3ANIPa3sHAOH He ca HabmonaBaHH 3HAYHMH IIPOMEHH OT M3XOQHHUTE CTOHHOCTH
Ha T€3H MCTADONUTHH IMapaMETPH.

bunonsgpHa MaHHS

E¢uxacHocTTa Ha 3UNpa3dIoH NpH MaHHA € YCTAHOBEHA B JB€ IUIalle00-KOHTPOIHPaHH,
JABOMHO-CIICMIH, TPUCEAMUYHE NIPOYYBaHUSA, KOUTO CPABHABAT 3UNIPA3MIOH ¢ IuIanedo » exHo
JBOHHOOCTAIO ABAHANECECEAMHUYHO U3MUTBAHE, KOETO CPaBHABA 3UIIPA3HJIOH ¢ XaATIOTCPHAOMN
n wianebo. Te3w HINUTBAHHUA BKIIOUBAT 0K0MI0 8§50 manpenTa, OTroBapAIIH Ha KpUTCPHHTE
Ha DSM-1V 3a Gunongpuo pascrpoiicTeo I ¢ ocThp WIH CMECEH enu30l, ¢ HIIH 0e3
TICHUXOTHYHY Nposieu. V3XOHOTO HATHYNE Ha TICHXOTHYHM TPOABY B U3NMHTBaHMATA Demme
49,7%, 34,7% nim 34,9%. EdukacHocTTa € oneHeHa upe3 CkanaTa 3a OUeHKA Ha Mauus
(MRS). Ckanara 3a rmoSaiHo KIHMHHIHO Brieyatiaenne ~texecT (CGI-S) 6eme win eana or
I'bPBHYHUTE HJIH OCHOBHATa BTOPHYHA IIPOMEH/IHBA [0 OTHOUICHHE HA €(PUKACHOCTTA B TE3H
nanuTeanusi. Jledenneto cue sunpazpaos (40-80 mg ABa IBTH AHEBHO, CpeAHAa JHCBHA 1032
120 mg) noBene A0 CTATHCTHUECKH 3HAYUMO MO-FOAMO moA00peHYe | N0 Asere ckamt MRS
u CGI-S opu nocnenna Bu3uTa (3C€AMHIIA) CpaBHEHO ¢ Inanedo. B nHaHameceCceAMHIHO
H3MMTBaHe JICYCHUETO ¢ Xanonepuaol (cpeaHa AHeBHa 03a 16 mg) npeAu3BUKa
CTATUCTHYECKH 3HAYMMO [O-TONIIMO HaMalleHHe Ha pe3yararure no MRS ¢paBHEHO CBC
SUNTPa3UACH (cpenHa mHeBHA 1033 121 mg). 3unpa3ufoH AeMOHCTpHpa ehHKACHOCT,
CpaBHHMA ¢ XaJIOMEPHAC 10 OTHOUICHHE Ha IPOLCHTA ITALMEHTH, HOAABPXAMH OTTOBOP KBM
JICYEHUETO OT ceaMuIa 3 10 ceamula 12.

JIANCRAT ABNrOCPOYHH KIMHHIHH H3MHATBaHUA, [IPOYYIBalIH €(pHKACHOCTTAa Ha 3HIPa3sHAOH 32
pelCTBPATABaHE HA peOUAVBY HA MaHUHHW/ ACTIPECHBHY CUMIITOMM.

5.2 OapMaKOKHHETHYHH CBOHCTBA

Abcopbyus; I1pr nepopanso NPMWIOKEHNE Ha MHOrOKpaTHH! 103U 3UNIPAa3sHIOH ¢ XpaHa ,
MaKCHMAIHHTE CEPYMHH KOHIIEHTpali OOHKHOBEHO ce TOCTUTAT 6 J1o 8 yaca cliept npuemMa.
AbcomoTHaTa OHOHANHYHOCT Ha A03a 20 mg, npraeTa ¢ xpaHa e 60%. @apMaKOKHHETHIHHTE
H3ClIeOBaHHA MOKA3BaT, Ye¢ OHOHAJTHYHOCTTA Ha 3HNpasHIoH ce yBenudana Ao 100%, ako ce
IpHeMa Cliel] XpaHeHe. 3aTORa ce NPeNophbyuBa 3UNpazuoH Ja ce IpHeMa 110 BpeMe Ha
XpaHeHe.

Pasnpedenenue.: O6eMbT Ha pasnpeneienne ¢ npubmusurenno 1,1 L/kg. 3unpa3uaon ce
CBBLP3Ba HaJ 99% ¢ npoTeUHHTE B CEpyMa.

buompancgopmayus u erumunupane; CpeIHHAT TEpPMHHAIECH OJYKHBOT Ha 3UIIPa3sHIOH
clie] EPOPATHO MPUIIQKEeHHE € 6,6 qaca. PARHOBECHHE KOHUEHTPAIUH €€ IOCTHIAT B PAMKHTE
Ha 1-3 gun. CpeqHUAT KIMPBHC Ha 3UNPasHIoH, MPHIOKEH HHTPaBeHO3HO € 5 ml/min/kg.
pubmasurenno 20% oT xo3ara ce eKCKPETHPAT B YpHHATA H OKOJIO 66% ce eTMMHHHPAT ¢
jpexanunre.

3unpasuIoy [OKa3Ba MUHEHHA KHHETUK B TEPANCBTAUHNAS 0308 HHTepean ot 40 1o 80 mg
ABa IITA JHEBHO IPH MAIHEHTH, KOUTO ¢a I'o IIPUEMAIH € XpaHa.

3unpasugoH ce MeTadonnu3Mpa SKCTCH3UBHO B OPraHu3Ma CIell NCpoPaIHO NPHIOKEHHE, KATO
caMoO MaJIKa 9acT ce EKCKpeTHpa B ypuHata (<1%) unn dpexkanunte (<4%) B HENPOMCHEH BHI.
FUnpazHIOH OCHOBHO C€ OTCTPAHABA 10 TPH METaOOMKUTHY IYHTH, IPH KOCTO CC NOJNyJapaT
YETHPH OCHOBHHM LIUPKYIHpamH MeTaGommTa, Gen3nzorrazon munepasud (BITP) cyndokena,
BITP cyngoHn, 3unpasaAoH CynpokCH K S-MGTHJI-,I[HKH,HPOSHHPEBHHDH E CHEHHUAT
3UNPa3nIOH NPEACTABIIABA OKOMIO 44% oT BCHYIKHU tbopMH B cepyMa. ,f,,.- ,f;-;- Htils T‘




¢ HOCHEABANI0 S-MeTMNHpane. Y4acTRa ChIO H OKCHIAATHBEH METaDONMH3BM, OCHOBHO Ype3
CYP>A4 , c Bp3MoxeH npunoc Ha CYP1 A2,

3UnpazunoH, S-METHII-THXHAPO3AIPA3UIOH H 3UMP3HI0H CYI(QOKCHA IIPH H3IUTBAHE in
vitro, TIOKa3BaT CBOMCTBA, KOHTO MOI'aT Ja npeanonarar edekT Ha yasokasaHe Ha QTc. S-
METUN-TUXATPOIUNPAZNIOH C€ SMMHUHIPA TNABHO C M3NpaKHEHHUATA ype3 DunmnapHa
eKcKpennd ¢ MaTeK npuHoc Ha CYP3 A4 karanusupanns MeTabonu3eM. 3UIpasHAOH
cyJpoKCHA ce enAMHpHHAPA 9pe3 O1LOpedHa eKCKpelHs H Ype3 BTOPUYEH META0OIH3bM,
Katamu3upaH oT CYP3A4.

Creyuaniu nonynayuu

QapMaKOKUHETHUHHAT CKPHHUHET Ha MTAMMEHTH HE € AaJ] HAKAKBH 3HATAMH
(papMaKOMHETHIHH PA3NMKH MEXAY NYIMAaYd i HEIMyIIaYH.

He ca ycranoBeHn KIIMHMYIHO 3HAYHMH Bb3PACTOBH HJIH ITOJIOBH Pa3/IiKHA BEB
¢dhapMaKOKHHETHKATa Ha 3UTIPA3HIOH.

B croTBecTBHE ¢ (pakTa, ue OBOPEUHAA KJIHPHHC UMA MHOTO MATBK IIPUHOC KM HSJIOCTHHA
KJIHPBHC, HE € YCTAHOBSHO IMPOIPECHBHO HapacTBaHe Ha €KCIIO3HLHATA Ha 3HIPa3sHIOH IIPH
HEeTOBOTO NPUACIKEHHE TIPH NAMEHTH ¢ Pa3H9HH CTENICHH Ha yBpeacHa 650pedHa PyHKIUAL.
ExcrosunuuTe mpu GOJHHE ¢ Neko (kpeaTHHHHOB KIphHC 30-60 ml/min), cpeHo TEKKO
(kpeaTHHUHOB KIAPHAC 10-29 ml/min) 1 Texko yBpexaaHe (M3UCKBAIIO AHANHN3a) ca OHIH
146%, 87% u 75% OT Te3u 1pH 3ApaBu xopa (KpeaTHHHHOB KIHPBHC >70 ml/min) cnex
NepOPANHO NpUIoKeHHe Ha 20 mg Jipa II'bTH JHEBHO 34 cefleM JHH. He ¢ H3BECTHO JaiH
CEPYMHHTE KOHLICHTpAMMA Ha MeTabOMUTHTE HapacTBaT NMPHU TE3H MallHeHTH.

[Ipu nex mo cpenna creneH Ha YepHoApobHO yBpexxaane (Child Pugh A wiu B) npuimaeHO
OT IIMPO3a, CEPYMHUTE KOHLCHTPALHA CIICA nepopanHo npunoxenne 6axa ¢ 30% no-BHCOKH
H TEPMHHATHHUAT HONYKHEBOT Oe1ie 0KOI0 2 4aca NO-ABIIET, OTKOIKOTO NIPH MANMCHTH C
HOpMaJiHa YepHoApoOHa (pyHKIud. He € ycTaHOBeH ebeKThT Ha 9EPHOAPOOHOTO YBPEIKIAHE
BBPXY CEpYMHHTE KOHLIEHTpallud Ha METAOOIUTHTE,

53 HNpeaxaumrMaHH JaHHU 34 Oe300acHOCT

ITpenxnuHuYHNTE JAaHHH 34 O€30IIaCHOCT, NOAYYEeHH IPpH KOHBCHIHOHAIHHATE NPOYYBaHHA 34
Oe30nmacHOCT, FTEHOTOKCUYHOCT ¥ KaHIIEPOreHEH OTEeHIMAJl HE IIpeanonaraT Cleiaina
OMACHOCT ITpH Xopa. IIpH penpoayKTHBHUTE MIPOYHYBAHUA IPH IUTBXOBE H 3ailiN 3UITPA3UACH
He € MIOKa3aI TepaToreded norenuuan. Hexxenann edekTy BpXy QepTHINTETA U PeAYLIHPAHE
Ha TEr;0TO Ha HOBOPOIEHHTE ¢4 YCTAHOBEHH NPH JO3H, KOMTO [IPUUNHABAT TOKCHIHHA eeKTH
NpY MaiKaTa KaTo HaMancHO HagJaBaHe Ha TErno. 11lpu nnasMenyn KoOHNeHTpalliy npy
MaWKHTe, KOUTO MIPH eKCIIOHUPaHe ¢a OMIH CXOJHH ¢ MAKCHMAJIHHTC KOHLICHTPALHN LIpH
NpUITOKEHHE Ha TepaleBTHYHM JO3H IIPH X0pa, € YCTAHOBEHO YBEITHYAaBaHE Ha
NepHHATAIHATA CMBPTHOCT H 3a0aBeHO QYHKIIMOHAIHO pa3sBHTHE Ha IIOKOJICHHETO.

6. @OAPMAIIEBTHUYHH JTAHHH

6.1 CoMchk HA NOMOIHHUTE BEIIECTRA

ChprieBHHA Ha KariCynara:
JakTo3a MOHOXWApAT

HulecTe npexenaTHHUIAPAHO (IapeBUUa)

Ilounon K-25
MarHesues creapat

Kancynaa 0OBHBKa:
Turanos nuokeug (E171)




XKenatuu

Huguro kapmun (E132)
HAKnnr xenezen okeun (E172)
6.2 HecuBMecTuMoOCTRH
He e npiinoxumo.

6.3 Cpok Ha rogHocr

18 Mecera.

6.4 ChoenuanHu yc/10BHH Ha cbXpaHEHHeE

Ha ce cpxpangara nog 30°C.
Jla ce ¢pXpansapa B OPUTHMHANIHATA ONIAKOBKA, 33 J1a Ce MpeAras3y OT Biara.

6.5 JlaHHAM 32 OIAKOBKATA

bnucrepna onakoeka (PYC/PVDC): 14, 20, 28, 30, 50, 56, 60, 90 u 100 xancynH, TEBpAH B
KapToHeHa KyTHd (10 unu 14 xancynm B Onmctep).

He BCHYKH OIAKOBKH MOXE /Ia ¢a Ha Ima3apa.
6.6 Copeognanum OpesnazEy MepKn IpM U3XBLpAAHE

Hama cnenuaiizy niuCcKBaHM.

7. NPUTEXKATEJ HA PASPEILIEHHETO 3A YIIOTPEDA
KRKA, d.d., Novo mesto, Smarjeﬁka cesta 6, 8501 Novo mesto, CrioBeHUs

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA

9. JTATA HA ITBPBO PASPEUIEHUE 3A VIIOTPEBA / IOAHOBSIBAHE HA
PASPEIIEHHUETO 3A YIIOTPEBA

10. JATA HA AKTYAJIM3NPAHE HA TEKCTA




